Synthesis and anticonvulsant activity of some amino acid derivatives. Part 3: Derivatives of Ala, Arg, Tzl, Gly and chi Abu.
Ten amino acid derivatives as antagonists of the excitatory amino acid (EAA) receptor and anticonvulsant activity have been designed. Five of these compounds supposed to show rather strong and five of them rather weak action as it was expected on the base of their hydrophobicity. All the compounds were synthesized and then evaluated in mice in the maximal electroshock seizure (MES) test, the subcutaneous Metrasol seizure threshold (scMet) test and the rotorod neurotoxicity (Tox) test. Four of the obtained compounds have shown high activity (three received class I and one class II) and six were classified in class III according to the classification of the Anticonvulsant Screening Project (ASP) of the Antiepileptic Drug Development Program (ADDP) of NINDS. One of the compounds classified in class I (10) was tested quantitatively following i.p. administration in mice. It has a MES ED50 = 29.05 b.w. and protective index (PI) of 3.77.